Introduction -Diabetes as a mysterious disease
Diabetes is a disease with a large spectrum of clinical phenotypes, most of them (over 75%) having only a discrete or atypical symptomatology.
Severely symptomatic diabetes, with polyuria, polydipsia, polyphagia and weight loss is usually encountered in type 1 diabetes in children, adolescents and young people, more rarely in adults, especially in type 2 diabetes. Let us imagine the context in which a physician from antiquity, even famous, could have the chance to meet and follow-up a case of diabetes mellitus. In order to be studied, the cases of overt, symptomatic, diabetes had to evolve for at least a few months. Obviously, the patient had to possess enough financial resources to come to the doctor. Moreover, taking into account the vulnerability of patients with symptomatic diabetes, the majority of patients with clinically overt diabetes (with classic symptoms) died before reaching a physician. We should not forget that even today, there are still some cases of lethal inaugural diabetic ketoacidosis, without an already known diagnosis of diabetes. Before insulin therapy, this was almost the rule. This explains the paucity of diabetes reports from antiquity.
Araethaeus, who described nicely the disease, state that he encountered two cases while Galenus also two cases. Indeed, apparently diabetes was a rare disease.
During the antique and medieval periods, when availability of information was very limited, the description of diabetes made in different parts of the world, (China, Egypt, Middle East, Greece, Rome or elsewhere in Europe) could not be known by other medical schools but accidentally. During those times, it happened more often that a physician traveled a long distance just to hear the lecture of a magister from a renowned medical school than to be able to access a medical manuscript. Even after the inventing of the print, for several hundreds of years only the Greek-Roman classical work was published and not the medical findings of contemporary physicians. This is why the observations made in different parts of the world and in different periods could not be put together. Maybe totally different would have been the evolution of knowledge regarding diabetes if internet was discovered before the print.
It is also true that diabetes mellitus is indeed "a mysterious disease" with many unknowns in the complex inter-relation between carbohydrate, protein and lipid metabolisms. In depth knowledge regarding diabetes became possible only after the development of biochemical techniques: incipient in the XVIII th century, vigorous in the XIX th , more and more refined in the XX th . In the current millennium, there is high hope that genomic and proteomic studies will be able to unravel more cellular, biochemical and molecular details of the disease, not only of the full blown phenotypes, but also of asymptomatic forms that dissipate in the large continuum of the "dis"-metabolic syndrome.
Important dates and events in Romanian diabetology
Coming back to the issue of Romanian diabetology history, the same pattern of evolution as described but with a delay of ~100 years was noticed. Progresses were slow in the 1883 -Christea Buicliu (1857-1918) defends in Paris his PhD thesis entitled "Notes sur quelques points de la symptomatologie du diabete" (Notes on some points regarding the symptoms of diabetes). After his return from Paris, he will be Professor in the "Brâncovenesc" Hospital", being one of the first physicians with an interest for diabetes. [3] .
1893 -E. Sterian publishes "Reflexiuni făcute asupra afecţiunilor medulare în diabet" (Considerations regarding the medullary diseases in diabetes) (România Medicală 1: 459-462).
1897 -Nicolae Paulescu sustains in Paris his PhD thesis in medicine entitled "La structure de la rate" (The structure of the spleen) -a clear description regarding the arterio-venous and lymphatic connections in this organ. This thesis is so interesting that we decided to translate it in Romanian and English and to publish it 1911 -Nicolae Paulescu publishes in "Annales de Biologie" in Paris (vol. I, p. 228) the first of his paper regarding the origins of liver glycogen, continued until 1920. These studies aimed in fact to the unraveling of the cause of diabetes [7] . In addition, by comparing the effects of the administration of glucose by oral or intra-portal routes, Paulescu observes that the liver glycogen increases only after the oral administration. In fact, he described the "incretin" effect, a term that was introduced after 60 years. 1921 -On 23 July, in "Comptes Rendus de la Societe de Biologie" in Paris are published the 4 short communications of Nicolae Paulescu including the results of his systematic research of the physiologic and pharmacodynamic features of the pancreatic endocrine secretion [9]: (1) Action of the pancreatic extract injected in the blood of a diabetic animal; (2) Action of the pancreatic extract injected in the blood of a normal animal; (3) Influence of the amount of pancreas used for the preparation of the extract injected in the blood of a diabetic animal; (4) Influence of the time elapsed after the intravenous injection of a pancreatic extract in a diabetic animal. All these 4 communications were published in the same issue of the Journal and were known by the Canadian "discoverers" 1953 -The first "anti-diabetic centers" are established in Timişoara and Craiova by the students of Ion Pavel: Gheorghe Băcanu in Timişoara and V. Sfârlează in Craiova. The next ones will be established by Viorel Gligore in Cluj-Napoca (6) and Gheorghe Creţeanu in Iaşi [1, 2] .
1957 -Nicolae Chişiu establishes in the clinic of Prof. Ion Pavel laboratory of "Experimental Medicine" (also known as "animaleria"). In this laboratory were developed several immunologic techniques with a large practical applicability. This laboratory was closed in 1977 [1, 2] .
1963 -After receiving the Prize of the French Academy of Medicine for his monography "Le diabète", Ion Pavel is elected correspondent member of the Romanian Academy (he was elected as a titular member in 1990 before his death) [1, 2] .
1963 -The Section of Nutrition Diseases is established as a section of the Society of Internal Medicine (part of the Union of Medical Science Societies). It is led by Ion Pavel until 1974.
